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COMPOSITION OF A
STEROIDAL({2,3-D]-ISOXAZOLE AND METHOD
- OF USE THEREOF

BACKGROUND OF THE INVENTION

1. Field of the Invention
- This mvention relates to a novel composmon com-
prising a steroid having abortifacient activity and a

2

DETAILED DESCRIPTION INCLUSIVE OF
PREFERRED EMBODIMENTS

178-Hydroxy-4,4,17a-trimethylandrost-5-eno[ 2,3-

5 dJisoxazole (Compound I) blocks the conversion of
pregnenolone to progesterone, and thus inhibits the
formation of ovarian or placental progesterone neces-
sary for the maintenance of pregnancy. Compound 1 is
thus effective as an abortifacient at a time immediately

Compound I is stated in the patent to process a block-
ing action on the adrenal response to ACTH in cas-
trated male rats.

SUMMARY OF THE']NVENTION

In a composntlon of matter aspect, the invention re-
“lates to a composition for dlsruptmg pregnancy in a

female mammal which comprises an abortifaciently

effective  amount of = 178-hydroxy-4,4,17a-trime-
thylandrost-S-eno[ 2, 3-d]|soxazole or a pharmaceutl-
cally acceptable ester thereof incorporated in an inert
pharmaceutical carrier.

In a process aspect, the invention relates to a method
for dlsruptmg pregnancy in a female mammal which
comprises administering orally to said mammal, subse-
quent to implantation of a fertilized ovum in said mam-
mal, an abortifaciently effective amount of 178-

hydroxy-4,4,17a-trimethylandrost-5-eno[2,3-d Jisox-
azole or a pharmaceutically acceptable ester thereof.

‘method for disrupting pregnancy therew:th 10 after implantation of the fertilized ovum and at any
2. Description of the Prior Art time during the pregnancy while progesterone 1s essen-
A class of chemical compounds known as steroi- tial for maintenance of the pregnancy.

do[2,3-d]isoxazoles is described 1n Clinton et al. U.S. In the method aspect of the invention Compound I or

Pat. No. 3,135,743. The compounds are there stated to ester thereof is preferably administered in a daily dose

have useful metabolic, hormonal and anti-hormonal !5 of between 25 and 100 mg/kg of body weight for a

properties, in particular, one or more of the following period of between one and five days; and preferably at

activities: anabolic, androgenic, pituitary inhibiting, a time at least about 8 days after exposure to insemina-
estrogenic, progestational and adrenal cortical. tion. | . -
A specific compound disclosed in Example 22 of U.S. ' When Compound I was administered intrag_astrically
Pat. No. 3,135,743 is 178-hydroxy-4,4,17a-trime- 20 in a 10% ethanol-oil vehicle to female rats 10 days after
thylandrost-S-.eno[.Z,}d]isovaole having the formula insemination, the following results were obtained:
HO CH | . Dose No. No. Preg-
P 2 . Group  Test Agent mg/kg/day of Preg- nancy
25 X 1 Rats nant Rate
| (%)
| Vehicle — 7 6 86
T 2 Compound I 6.0 7 S 71
3 - Compound 1 12.0 7 3 43
H 4 Compound I 24.0 7 5 71
N 30
~0
> > Body Weight - Observations: Av.Nos./Preg. Rat Fetal
| Group  Imitial Final Implantation Resorption Fetuses  Viability
; Sites Sites (%)
1 246 282 13.1 0.8 123 100
2 247 294 12.8 5.6 7.2 100
3 247 272 13.0 13.0 0 0
4 246 271 13.4 134 0 0
The data of the foregoing table showed that'-_--_'(jém-
pound I was active as an abortifacient agent. It was
~ partially effective at a dose level of 6 mg/kg and com-
45 bletely effective at 12 and 24 mg/kg.

Compound I was tested for oral abortifacient activity

in the rhesus monkey (Macaca mulatta) according to
the following experiments:

‘0 _ | Experiment I |
~ Femnale monkeys with regular menstrual cyclés were

mated on days. 11-16 of the menstrual cycle. Beginning
on day 24 of the cycle and daily for 5 days, the mon-

. keys were medicated by stomach tube with Compound
I at a dose of 1000 mg per monkey per day or 20 ml of
the 10 percent ethanol in cottonseed oil vehicle. Blood
was obtained by femoral puncture approximately 21
days after the middle of the mating period and was
bioassayed for chorionic gonadotrophin. The matings

o and medications were repeated for up to 9 consecutive
- menstrual cycles.

35

No. of No. of
No. of = Treatment Monkeys
65 Monkeys Cycles Pregnant
20 ml Alc-oil per -
monkey per day X 5 i.g. 8 33 8

Cﬂmpund I, 1000 mg per
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-continued
No. of No. of
No. of Treatment Monkeys
‘Monkeys Cycles Pregnant
monkey per day X § 1.g. 52 0

10

The above results showed that none of the ten mon-
keys treated with Compound I were pregnant during 52
menstrual cycles while all eight of the vehicle treated
control amimals were pregnant during 33 cycles.

10

Experiment Il

Pregnant monkeys were medicated with Compound I
at doses of 100 or 1000 mg per monkey per day for 5
days or 20 ml of the 1 percent gum tragacanth vehicle.
Pregnancy was determined by the presence of chori-
onic gonadotrophin in serum obtained 21-26 days after
conception. The serum was bioassayed and the mon-
keys were estimated to be from 24-35 days pregnant
when treatment was initiated. Monkey chorionic gona-
dotrophin is not uniformly detectable after day 26 of
pregnancy and therefore the status of the pregnancy
was determined by rectal palpation of the uterus and 25
the presence or absence of vaginal bleeding.

15

20

No. of
‘No. of Monkeys
No. of Monkeys that resumed 30
Treatment Monkeys that Menstrual
aborted - Cycles
20 ml 1% Gum -_
Tragacanth X 5 i.g. 7 0 0
Compound I - 100 mg per | | 35
- monkey per day X 5 1.g. 3 0 0 -
Compound I - 1000 mg per

monkey per day X 5 i.g. | 6 6 S

40
This experiment showed that administration of Com-

pound I at a dose of 1000 mg per monkey per day for
five days uniformly terminated pregnancy in monkeys

24-35 days after conceptmn
45

Experiment Il

Pregnant monkeys were medicated for 5 days with
Compound I at a dose of 1000 mg per monkey per day
administered in 1 percent gum tragacanth at the end of
the first trimester of pregnancy, that is when the mon- 50
keys were approximately 50 days pregnant. The condi-
tion of the pregnancy was determined by rectal palpa-
tion, the presence or absence of vaginal bleeding, or
-the observation of an aborted fetus. Compound I was
‘prepared for administration as a solution/suspension in 55
a 10 percent ethanol in cottonseed oil vehicle or in 1
percent gum tragacanth. Rapid and complete abortion
occurred 1n four monkeys.

Termination of pregnancy by administration of Com-
pound I has been observed in monkeys as much as 80 60
days pregnant.

Compound I can also be used in the form of a phar-
maceutically acceptable ester thereof wherein the 17-
hydroxy group is esterified with a carboxylic acid. The
carboxylic acid moiety preferably has from one to
about ten carbon atoms and a molecular weight less
than about 200, of the types described in U.S. Pat. No.
3,135,743. The esters are prepared by conventional

05
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esterification procedures, as illustrated by the following
examples.

EXAMPLE 1
178-Hydroxy-4 4 I7a-tnmethylandrost-5 eno[2 3-
“dlisoxazole formate

A mixture of 40.8 ml. of acetic anhydride and 17.2
ml. of fermlc acid was heated for 2 hours at 50°-60°C.

) There was then added 17.78 g. of 17B-hydroxy-

4.4, 17a-trlmethylandrost-S-eno[2 3-d)isoxazole and
the mixture stirred for 2 hours at 55°C. and 1 hour at
65°C. The reaction mixture was quenched in ice-water,

filtered, and the sohd product washed with water and

dried at 65°C. to give 17.34 g., m.p. 188°-196°C. The
latter was recrystallized twice from acetonitrile to give
8.66 g. of 178-hydroxy-4,4 17a-tr1methylandrost-5—
eno[ 2,3-d Jisoxazole . formate, m.p. 200°-202°C. (un-
corr.), [a]p® = —50.0°(1% in chloroform). This for-
mate ester was found to be completely effective as an
abortifacient agent when administered intragastically
to female rate 10 days after insemination at a dose level
of 12.0 mg/kg/day X 1. .

. EXAMPLE 2

178-Hydroxy-4,4 17a¥'-trimethlylandrost- 5-eno[2,3-
- d]isoxazole cyclohexaneproplonate

A mixture of 10 g. of 178- hydroxy -4.4,17 a-trime-
thylandrost-5-eno[ 2,3-d Jisoxazole, 41.2 g. of cyclohex-
anepropionic anhydride and 60 mil. of pyridine was
heated at reflux for 7 hours. The reaction mixture was
poured into water, the water decanted from the oily
product and the latter dissolved in ether. The ether
solution was washed with water, dried, and the solvent
removed. The residual mobile oil (37.7 g.) was dis-
solved in pentane and chromatographed on 500 g. of
silicon dioxide. The chromatogram was eluted with
pentane and with pentane containing increasing
amounts of ether. Eluants from pentane containing
5-10% ether brought out the desired product (about 8
g.) which was recrystallized from methanol to give
17B-hydroxy-4,4,17 a-trimethylandrost-5-eno[ 2,3-

d Jisoxazole cyclohexanepropionate, m.p.
117°-121.5°C. (corr.), [a]ﬂ. =—32.2° (1% in chloro-
form).

The composition aspect of the invention comprises
an abortifaciently effective amount of 178-hydroxy-
4,4,17a-trimethylandrost-5-eno[ 2,3 -d]isoxazole or a
pharmaceutically acceptable ‘ester thereof 1nc0rp0-
rated in an inert pharmaceutical carrier. Said comp051-
tion is prepared by dissolving or suspending it in a
pharmaceutically acceptable liquid vehicle, e.g. aque-
ous alcohol, glycol, cottonseed oil solution or oil-water
emulsion, gum tragacanth suspensmn or the like; or by
incorporating it in unit dosage form as tablets or cap-
sules either alone or in combination with conventional
adjuvants e.g. calcium carbonate starch, lactose, talc,
magnesium stearate, gum acacia, and the like. Illustra-
tive capsule mix formulations are as follows |

-

mg/capsule mg/capsule
Compound * (micronized) 10{} 3;1,.;;; . _I - 200
Starch 67_*.__{ . 76.6
Lactose | -62 - 766
Talc B - A Ml 5

Magnesium stearate ., . . - . il .. . 1.8




~ -continued
| m g/capéu le mg/capsule
Net Weight | 230 360

*178-hydroxy-4,4,] ?u;trimethylandrnst-S-enn[ 2.3-d]isnxazn e

I claim: o

1. A method for disrupting pregnancy in a female
mammal which comprises administering orally to said
‘mammal, subsequent to implantation of a fertilized
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6

ovum in said mammal, an abortifaciently effective
amount of 178-hydroxy-4,4,17«a-trimethylandrost-5-
eno[2,3-d ]isoxazole or a pharmaceutically acceptable
ester thereof.

2. A method according to claim 1 in which 178-

hydroxy-4,4,17a-trimethylandrost-5-eno| 2,3-d Jisox-

azole is administered in a daily dose of between 25 and

100 mg/kg of body weight for a period of between 1
and 5 days. -
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